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(57) Abstract: A method for selecting or 
designing a compound for modulating the 
activity of phosphoinositide dependent protein 
kinase 1 (PDKI), the method comprising the 
step of using molecular modelling means to 
select or design a compound that is predicted 
to interact with the protein kinase catalytic 
domain of PDKI, wherein a three-dimensional 
structure of at least a part of the protein kinase 
catalytic domain of PDKI is compared with 
a three-dimensional structure of a compound, 
and a compound that is predicted to interact 
with the said protein kinase catalytic domain 
is selected, wherein the three-dimensional 
structure of at least a part of the protein kinase 
catalytic domain of PDKT is a three-dimensional 
structure (or part thereof) determined for a 
polypeptide consisting of residues equivalent to 
residues 51 to 359 of full length human PDKI, 
or a fragment or fusion thereof. A method 
for selecting or designing a compound for 
modulating the activity of a hydrophobic pocket (PIP binding pocket) -containing protein kinase having a hydrophobic pocket 
in the position equivalent to the hydrophobic pocket of human PDKI that is defined by residues including Lysll5, 20 lie 1 1 8, 
Ilell9, Val 124, Vall27 and/or Leul55 of full-length human PDKI and further having a phosphate binding pocket in the position 
equivalent to the phosphate binding pocket of human PDKI that is defined by residues including Lys76, Argl31, Thrl48 and/or 
Glnl50, the method comprising the step of using molecular modelling means to select or design a compound that is predicted 
to interact with the said hydrophobic pocket-containing protein kinase, wherein a three-dimensional structure of a compound is 
compared with a three-dimensional structure of the said phosphate binding pocket and optionally also the hydrophobic pocket 
and/or aC helix or region interacting therewith, and a compound that is predicted to interact with the said phosphate binding pocket 
and optionally also the hydrophobic pocket and/or aC helix or region interacting therewith, is selected. 




WO 03/104481 A2 I ID1IIII D IIIUI llllllin I II 111 Dill llllllllli llllllllllllll II1IID IMIIli HI! 



Published: For two-letter codes and other abbreviations, refer to the "Guid- 

— without international search report and to be republished ance Notes on Codes and Abbreviations" appearing at the begin- 
upon receipt of that report ning of each regular issue of the PCT Gazette. 



